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ZETIA™ 

(EZETIMIBE) 

TABLETS 

ESCGIPTIQM 

ZHIA (HZBkrtoe) a to * cUs* of fidd-towBrtng nmpdancU ft* 
sdectfrefy HAtis lit JmcsHna) BbancpOM or thafefcrol and rrteted 
prvtosterote. me chcirtci name of czttlmita Is 



H4^uscapJ*iwfH(fMS^ 
{^dreDoyplw^z-mrtdlnom. TT» ampins Tgrmula Is 
Ittmdecnbr Btlgfjlb 109.4 arfibilriKUicillorTrala is: 




Ezdladbc b awhfte. ayatallr* powder fat b rmy h» «y sdiiete In 
tifiarjof, methanol bm acetone and pracfloeV fctoolubfc In wabr 
Ezeflntte has ■ meting poin of a&ort ietc and fc stable at amuom 
tampariiare. ZETIA h avaXabla as & tabid to* oral fldrrentefrslAO 
tontatofng 10 ^ <jf czrfrribt and Uto icacHw inaredanfae 

NF. lactose JtadnDfaydntl NF. aSdftUwni 
Ana CBtutott NF, povidone U5P. and snfluni 

CUsllCAL httMUCOLOCY 

Bickgroond 

ClWca* strdk* have AmuBirebid that atowted Pswelt of km 
chotosacnd ( WaHfr low rtouTty tj^nndn cfioteslarof (LOL-C) atd 
ajK^oprotdn B (Apo 8), me major prpidH corral! hurt of LDl, promote 
rum BthemdUDfllL (■ astffon. iteriasttf tewUt of fatoh dens*/ 
lipoprotein ctaBBriarof (HDL-q arc resoctetefl Mfi U19 development of 
athttosdarosfs. ^tiomfcfcpk atorJtos haw established mal 
Gardtowacdtw mortiidrry aid mortality wry direct/ wttJi Ua level of 
totahc and IDL-C and mvenafy wWi the lewd pf hdl-c Like ldl 

ChrfEstonkeiyjrtad Wfifrraide-rit* afepprotDirff. UlcfUfftoD veryHw 

density ifewntfjln (VLDL). a*rmcdlalo-dmaJV dpt^Kdro (1011, and 
' "* " " " ' 'im titter ot 



remnants, can also pnwvxt iTheraBdaroaia. The c 
ralslni HDL-C or tow^Trighxerictos (TG) on far dsk of coranuy ai 
ttrdtaflttodu- nwfcldny and inor1a% has nvt been dtUMna. 

zeju icdpBB htt-C. LDL-C. A09 P, and Ttj. and Increases HOW 
n patients *m Jryparcnotestoralanl}. AoriritetreBon oC ZS7IA wall an 
HMG-CoA mdiK&st Wttiee u cflactfvB hi impmvfau $!m jni loteH^ 
LDL-C, Ado &\ TG. and HM.-C bcyvnd tltoer trtalmm alone, The arfaeta 
ofo2aina^ai^ah^aiTOeorlaaddVonbm HMS-CoA r 



teadMg 10 a decrease In flit delay of Intestinal 
tord to Dm Iteer. Ttfc ensas a ndueflno qi Ivrjaale ehddsttnl 
and an ttjissx *i deama of duitslenri firm tfn Hoo£ Into 



1 b cnmplmmlwy k> HMfrCoA r 

MlfJte (fin Ctl WCAL 5TUWES)l 

After om adantdsnf on, tsfnAa la a&Btrted and pdercferiy 
«or4oDttEd to a pnarmactfogicaiV sttom pkrmtc nliiuirDnkit 
(ezBUmJbffilaararitfg). Altar a sfnnta iD-a^ dew ot ZETIA to 
BduBs, mean taaMba pi* st&una concennoom (OJ of 3.4 tn 
us n<ymv win antinad within a it 12 ton rr_j. E2BLtaa»- 
olucuronlda mean c^Kauaa of 4$ ^ 71 AQntd. m aijlCwd batwam 
1 and 2 noun rr^j. There war no satstanay devtanon rrui data 
propomenafiry btfMn 6 and 23 mf. The afeofato ttrnvaObiay of 
tt2abn&±sznna be dtfxnnlmif, as the ccrixiaBtf f& wnaaiy Irvpkirfe h 
Aqueous medb sirf&filB ka mjnawi. EzaEmfte h» 
WeOTaJttiinyr nit axTWen of rariatt 
^abUny. was as la bd% for AUG voam. 

Effort ot fovd 00 Ot*lAhaotp&)H 

Gonwmltonl loaJ adminlstRdon (Mfth &i or qao-fit meals) had no 
offset on t/ia adonl «/ Asorpdon or tMindbe when adirtnfeUrad as 
ZETIA TO-mo bttrte. Tht C_ «du* ol tttinte inenaaad by 38% 
wjtn nrmfitf. ^1 h'gh bn raulj. 2niA ca n be adndntelirad win* or 
wiBiout food. 



ZETlA-lCTlliribe) 

Oniffbutfpn 

EzBllmibt and ejalhrtb^ghfCTnjnltfe are highly bowd {>9U%) to 
hootan pfoima prolein>. 

Ezrtmltja b prEmvJIy itictaboilzrd In Ihc «moll laestim and Bvtr wta 
gKwurorida conh^adoji (a pbut il reacirtn) wim auDsiqueni May *tf 
rand awrafen. M&ml oddBOve mBbboJlam (a pnaaa I rcadaw) haa 
oaen onsanad h sdl spodu av&lifatad. 

in humanx, c^flmlte b npaiy retaboterf to ezadniSavgltcaronlda. 
Ettdmlba and KBdndtM-pLmryiMa am dw m^or drug-dertvad 
eemponpds dctactad In ptojia. conilfMna appfodmdary 10 to 20% 
«id U 10 m of Iha an^i drug In pbma, respectvdy. Both eaaHrdba 
and aziiliTia»4uciif»fTkjB an dowry ettmlnatatf from plasma win a fcfr 
Ufa ol BJOToAulafy 22 twunr lor bo* rcrimbo and aaUrnibB- 
OMcvranlda. Flastna wnwitrafloollnifl proflaia sdiMt nulfcda pwfa, 
auooasllng araaridv^rKicfino. 

Folowlne oral admlrdatralon of w C-azaBm2M (aOidn) to human 
siycett, Irtal ozdbnJba (a2trinrbe ♦ clafl rnftc-pliicHraTldcl acconntad 
ror approriffrasry ss* of the total radjoaahty In pknu. Aflar 
4fl hotra, infTB.were no detoxaUc bvd* of radtoartMTy In tDa ptxsma. 

AppraxImHlBlyr 78* and 11% of He adnlnhttand rarJoadMb; wanj 
recovered ta tha kxev and train, reeoecih^. over a colfedkii 
period, ETHMbe «ss tm major eornnomm m Meet and accounted for 
Bff% of tfa) adrnJrettvBd dose, wbfla ezeDJia^iictnost ws ma 
maf* componant In aiha and acwaTOd tor 9% of ma adnlrasiand 



days, pauma tM^amradom for total azodmltw wan abtai 2-fokJ kig^r 
In oJdar r^fifi years} h ~ 



m a rrufdeia doaw tiudywfai eaflmRw flfyat 10 mo 0^ for r 
davts ma absflcpKtm and ndalwlain or szBOmtv were dmJtar la 
BtiHteam tlO to iByaan) and adita. Bated on total ertraJbs, intra 

PtarrWjprtc dabinuepediabto F ornjla9gn xlO years of ngaare not 

paadjaloL 



a given 10 mrj owe dafto <ftr 10 



^£^*™J™g»*rt hr "hWllna me -bpnrfon of 
^otetter oi by a a a nan total*, hi a 2<waak t*nfcaJ $Tudy b ia bntfllch 

P****, ffTW Imlaftel M^nal cfaotolBnl 
absorpdon by 54K. eempaned wim placate. 2FT1A had no dnto&ly 
moanlrimd nfcti an ihe ptema eoncaabaipns of Int toHtarubto 
vitamins A. D. wi I (fri a ahnfy of 113paderrtoi and dM noi \cntA 
atfrenottMk=d ^ hormone production (hi adady d 118 

The ebcdecttnl cmtml of the Sier b dertvad rmdorpinaiifjy hom 
rhree ska Taa ivar can synthEtiqe chorasarcL Btt w» cfiokstorol 
bjm*i Wood mm cfreid^g <* ito £ Mk*** 

tm enoJasawel smded m Bra bBa SAd hoai oTotary EnofeHlnol. 

gd ranc hasa rnecnsrtsm of actfon mat dtara from most of oftar 
f i rt^ g; of cMeslaroi-rBdueBv cempotrnde (HUG-CoA reductase 
inhibitors, hfki aclt efiquasbanei [rednaj. Bbrfc add dcrNatJwa. and 

tafm* does not mhJbt cfioradend typmeda as int ow, or 
tarn Ma id; ewTdfon. lasted, qeayrube locates and appears b 
Jf^* ftl "« h *"* r Wcrfneand hj»Ms |l 



In a iranukafi data stoey wfm 1 
days, plasma ocncontiadm 10 
(<2D%) in women Dan In men 



Based on a meta-anatyrfx of muUpft'dose pkannaeoHnHc darfe*, 
mare were no piarrnacoUnsK slnaraDsaa barwaan Oada and 
Caiieeslaiis. There were too few peUenls la other rectd or dhnfa omens 
m permit further phannacoUaalc eonipart&i*. 

After a alngJi KHng dose of ezcdmlba. me mean area neder ihc 
curve (AUC) for bibd ezedmlie waa Incnssad approidmatoV U-faW In 
pauents wnh rNId hepoUb luuowancy (ChUd-fugfi *on) 9 to 6), 
compared ifl h^fcy subjocfj. Tha masi» AUC ^afans for total cacfimlba 
and HwMmlbe wot tocnesad apanadtaetefy Mi and 5* TOM. 
ntipndfuEfy, In patter* will modenle (CMd-Pnpti score 7 to 9) or 

_J hepatic rmpdrnnnL (CWM-Pupfi toore 10 b 1^ in a 14-day. 

. i-doae aiudy [10 mp daiy) m ptfctb wto rnodaralt hepaMc 
Troefllclanry, the mean AUC^r for totaJ eoUmlba and azaUnrae mi 
Incraased apprad obady m Oey 1 and Day M oompared. to 
haaJlhy auhfccu, Due to me unknown etTscto of ma toereased capture 
Id emKniOB fn palanto earn men* rate or severe hapabo msufflcroncy, 
ZETIA h not recoinmaoded la (hue peifa* (vo« CC»VTfW«]ICATirj|f3 
and PRECAUTIONS, «VJafiC/flS«rtittp*q^ 

R&vf IftsvffkJeocy 

Afteraaidh IC^np ctoc# Df tartnJta in pafcrrts wMh 15101 renal 
(Jteeise (n-$ rr^n CiO ml 73 ^^^J™^ A*^ Takwa tor 

^radrsalaV T^-taM. cornpared to tcaJmy subtocts (n^"™ 
Afop MBradmnr (Sea ako PflKAJTTOWS, Oriv tntaxtonQ 

ZETIA had no $!onjlcairt tffaet on a atrtas of probe drags [caffeine, 
otodftmalhofplian, toftuTarato. aad IV anrdatatoiq] bwwn to ba 
inelahefhsd by QytDcaieme W5B (lAt 200. 2C&/9 and SA4) la a 
tort«r study or tmfea aeaffby addl mates. Ttts indJcafes Dad 
anf mms fs nellner an laUAor nor an afdacer of Dwst eytnelwanie 
MM hmyaias, aad | n tn»ery maiearJmlbe wft aneatM matabnlnni 

Wartarln; Core^rrttant adJiMdcrnttte ef ueaml* (10 mrj once 
dady) had no storfflcant affect on Uo^dbUGtr of warfarin and 
Ofodawabln dmalri asuv^ipdnhc^myadufl mates. 

DtajnfeE Cencornteea adodnlsiaiOB of isumlba (10 ma once dafy) 
bad no elgriaati tdhct on Ow bbavaiaillV of dlQUdn and dirj KQ 
partners <Ka PR. OT. HI DTc Wavab) te a stedy of rwehm asalthy 
aduHmalta. 

BaralDtmzt: to a sitajy of twain rnaftfty adiai mates. ttaYomfcant 
admlntoba^w of aranfUtnall njoomg EWJca da^] eurtfeanay Incnnsed 
iw oral sfahraflahaty of totd Rcftrtfca by e factor of 1.7. Eertdfao (i0 
mg once tfaUy) dU slprrtorrBy aJfad the btoejndablky of 
ajamnofaa. 

Oral Cen|i»e|dtieK Crr^rJtntotalrallon of eznQmlhe (1Q rng once 
datr) «th oral ccrraacanflhw, had no sTenificanf dfect tn the 
btoavk&ablllfy of olhlnyl estadTol or Imrttrgestref ka. stody of atoiitean 
neaiihyBdiaiiBrofliea. 

Crnictidrna: MulSpte flwcj of dmctWtno (400 inv twice daily) bad no 
^gMncaai elTtct on dw maj bfcanltatUhy ef eattrtbs aad lebd 
aetlmltw In a siudy of iwehc heaatoy aduHs. 

Af*KWK in a slimy of hurt* heathy aduhx * stogie doaa otwma 
(GopratoK* 20 mL| Bdmiabtrrfon had no ^gnlflcaPt cfted on lbs oral 
blirartabUfty of total t&imU, ^j^g^^m^t, or roedmfbi 
hasten auc values. The C^vaiuo of total Dadmrtewat daereesed by 
00%. 



ZETWfaabrtflie) 

dDptzlda; In a study of iwdve hsaldiy addi mates nteady-atotc tevsts 
of eifiBmftft (10 mp onca daOyj had no y^fcani effect oa He 
phannatbbnrOxs and phaimatBrfynamlcs of nUpizidB. A stoftte dose g< 
Blpla'ds (10 moj had no signifkanl effect on the enosore to total 
ezaliirdbe or «srdmlbc. 

HRfrCoA reductase InhBHIorer m studtea id h^hhy 
hypcididcstEn*!mlc (LDL-C 2i3o mp/d]) adrit subtecrs. cn^jmhart 
adrnlntsnadei] of ezaurnifae (10 mg onea da3y) had no eiorfflom t^a 
on thcbtoavallabaay qi cfthcr tovaslaSp. drnvastata, pnrroktn. 
atarvas&Tin. or iVeA«?dn. Mo tfonrTteaat effccl on the la w wfttjlfty of 
total aaftniba and ezctfrelbo was dBtnansTrercd by either lovaafala CT 
ma 1 onca dafl/}, pmata (2U ma entc dally), atonastatlt (10 rag ore* 
da%). or InadadB [20 mp once daiy), 

rtBonteahc fo a study or intty-ftp. tnanay ItypcnmidsaifirDamito 
(LDi*C £130 mB/dTj adtil sidaecte, amoomlAm tonollbrate (200 o» 
once daily) admlnlslaUoa mended ma maan C_ und AL«C ^afats of 
lott Rrtrnfee appruartoteb 04% and 4*%, respecOvHy, 
rWrnaraJdrancs of (BoonDraia were noi (tordncanlb/ affected by 
ezslmlbfl (ID my mp dolly). 

nrPf^^I^? 01 hypen*ofammtoiac 
P 1 -^.^ 1 ^ mpfti) adul HJbjaeb, wmcemftart csdesfwarina (4 0 
bwto dany) admhfstnmet doennwd tre mean AUC yokes of total 
* approjdmatefy 55% aad B0%, icspectftelyL, 



eheTesleraHed Emcfib$ mDnhQn\ oops, nis, and >notae 
kumat dMdesterol mmboaam. EzaUAlbe w» fcuid to bave 
v*lw of W4W*o/day for inhfolinp the rbc la plasma ehntester 
!■ monkeyK.Tha ED M values to daps, rats, and moa were 7. 30, 



adate of 
a* W m 
dtevcfe' 
and TOO 
Wag a 



aa die pa real coBf»and (SCH «235) In t 
— — , fbat ma f 



tot 



1 of chobslarai to t 

fnki tfowevcr. a dose of 300 frtpftpMry admbilstsitd to does tor one 
year dU nx resell In gal&tona fanrmalon or any other advert 
hrpatoWUanr offwte. to a 14-day study In mtct ehtn eedfnabe (0> 
* mpAo/oBjr) Bad bd a tow-fat or didailaTTd^^p^coacerrnbn 
of entflaslarof to vaWsdrfcr bite was aOber' i^FTcctod « radaoad to 
normal ItvHz, rtspecim^. 

A gl aoota pTBdafcfil strffa wa ccrtonned lo datermtoe (Hf 
srkctVhy of ZETIA lor fchlbtdng dwtemol abumdoa. bzetfpfet 
Imtofiad (ho absomffon ol C14 cbcfestoral wlto no effect en o» 
alieofptton of bloiycaildas, fatly adds. Ma adds, pnwnorona, m 
sfiftXiU or TI» bHoltbto vttunhs Aand 0. 

In 4- to 12-wnck fadefty abidba to mfco. eztiinaaa <U not Induce 
ty^odirorne FM50 drop mstabttotog e u^ym c s. in toxbity sudka. a 
Pfwmucoldnrfc Interacflon of ftMtodbg wfta HMG-CoA cedodzaa 
InHbhws (parann or ire* active hydroxy add rnebbeJires) eaaj teen In 
rata, dooa, and rabbits. 

CIJIUCAL STUDIES 
Pttvvy HypevtofistmflamJa 

ffTIA reducea totat-C, IDL-C, Ajw B, and TG, aad incmases HDt-C 
In patents wn kyp^Ndes^mtoinb. Maximal to tear rruilmaJ 
response Is generaby addeved whidn Zwaaks aad o^lmatocd daring 



ZETIA Is effctfvo to patterns. uHb iweercMess^nla. 11 mat and 
women, to ypwwsr and older pallento, atone or edrtnteamrf wih ad 
HalO-CeA ndoc&ot ainJUtor. Eiperience to pedabto sod addestent 
patlir»s (aflM9to 17) hae been Imatsd tq peUenb wUh rorvypon 

i ai fiorKaaeaztiM to nmiDd and acta not permit a 
asidZPTUL 




dotbtobtlnd. ptoafttw^ntrolbd t^mxk 
,.terrto wfDi primary hypcrdidcslerotonia, 
2ETW sfptaflfioidy lowered totei-C, LDL-C, ApoB, and Tfi. and 
tocnojad nx-C ccmpared is ptacabo {set Tabte U RtdiKlofi to LDL-C 

WWtonri^iotMa^e.SiX^ndb^iKLJjL-C. 
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■) tow; toic aja a. m m m rwwnt wt-C Niwd » •* 
CombtosOvi wiff>hfJG-CM ftetfudase hhOAxt 
2ETIA A^Stf to an-fl(fcw HMO-CcA Hnfucli^e W»bA>r Ihcrvy 

M a rnuffieentor. do^bfc-bbid, piaceba-cordmfled. M study. 7G9 
pauenis mi prmary r^psrtholestereteniia, Nna*n coronary heart 
dteoasB or ms/Ktit cartbvoscubr rfcL tctoa who were steady 
rccefctog HW8-C0A radUCQsa InbJhliar monoOjerapy, bm who had not 
met Ihohr rCEP ATP II taroet LDL-C goal Wore ranttomt2«J 10 rocovG 
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■ ^tterZETlA or pbccbo in atfffll'on » itior on-golnfl HMG-CftA raducttSe 
jghii4or Iterapy. 

2ETK added lo oa-o<*ftg HMS-CoA reductase toMbfe* licrapy t 
s bjidftcanby lawsretf Btai-G ldw-C Aw B> and 713. and Increased HDL- 
C CTmjHrcd wllh an rfHG-CoA rcductaaa tohaitor jrfmlnfstrrcd alone 
scs Tudib 2>. ldl-C redwtbiu induad (7 ZETIA wore oanawlh; 
jonaWBJit across si HMG-CdA reducutt WtWtor*. 

H t» MOUbi DfttlUII IVS**X*E.ClftRJ 



»riA-(artll/rt(be) 



(*W* ansa MbhuMMUI 

H IlUK LDL-C *f*B 1? WOW 




to tar, wnJBcantBr. deraWHrtni ptoano^rtrofcrJ, 12-wea* l/tek. 
In Z382 itfwrcftotetaKfcmlc Penan!*. ZfnA or ptoabb 
adnlntekred bmm or «Oi variNO doaao of atornffttfln, sfrwssfckSn, 



W?on patents rwMhB ZETIA. ottt ai HMB-CoA reductase 
Winter m compared to aB Arose itwMng B» tnrreiPondtoB \%/&> 
Ct* iriOH rnWtter alone, ZETIA sgnlfcantr le*^d totaW. LDL-C, 
Apo B, and TO, and. ¥fto tte exccpson of prdv&itotoi, iBHlBMfl HDL-C 
mri*srtd to P* HMB-COA red) _ 
C raJwftro mduMd by ZETIA vm I 



d byZETJA vm pmnly ami 
HMfr-CaA reductase far**** (See loeiaota c, TpWct 3 to a) 



to pelfcati nMMowf ayseieee|edb)ivlRBbi 
(MMTIbCiv 
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A study re cmAnM IB osssos Iba afflcacy of ZETIA In Its 
treatment of HrfH IHs (fanhte-Wnd. fandonfedl 12-WBrt study 
anrofttd 50 p^ilcntx m a dirieal onVor oTPJotTote dteonoab of HoHi 
«Ui o# nKhoul t m ot uu LOL aftwmls. Jfreatfy «cr**m 
atevBttfiiarfttaii^^ 

ovto trntoMfi <>^ivs> *«8slBBn or dawasaflq WOimJ. ZETIA 
3dmlnbbind «Wi atomaain or amMatam (40nvV or ZETIA 
adiFfristafrt^h^iorf^nordtw*^ (aO/rnfl. Dooto doc/Based 
blnvalkbtfRy of Rzadrrriat h Bsttnts iwiwntei<V raoahrng 
fibDtDSVrofVtM (300 PKCAUTKM6}. BtoCuJba «u dost* at tost 4 
houra befort cr *ftcr utitiifelTaiwi r^lnj. Mean baretina ldl-c ^ 
941 flitf* |i> «ou pattoh iTJidaniBd to tfonrauUia « mo or 
ajjirrtstafn 80 ma rim **3 $K moAJL In Dio praup rT^tarasd la 

«tdfnlAtor«o «fih atoraeurn or s*nm***\ no smi wm$ tmm 
gnmpi. onM), stgrMnCy ndutod LW- C (st%) coropaiod «m 
hcfBtskit die dose of almasirfii or avrvotadn nonothattpy Mp 4Q 
id bo ids (7%). lo Duaa %tatcd iritii ZETIA plus HJ no jbarMNin or 
WW ZETIA pin SO tnp tStmosaAn. L0L-C was reduced by 37%, 



A tiody was coMtuded to bsk* Dm ittaqr dl ZETIA Id tin 
tratPWir or lomuiygro tiUtetioHa. in Ms tallwor, dootte- 
WfcU pbaaUrtirtrultad, tHooA %jA 37 priMB vrtlk tamaw* 
ErUtiaitii^ vfft sk?vdQd Irvoh (>£ mQML) «^ Ibcv 

oimu ThorapmiDE iboHtw (dU, bKcadiHindmo retftt. HtffrCcA 
redsctsQ mnnsiofa. bypan sorgejy moTbr LDL aphemfc), w> 

/andomfald 10 roeoiM 2ET1A (n-^ gr ptewOo tn*7)w Db» to dKnaaml 
UoenltarjjjQr of caanlBo Eo patfmto ccosondbnDy nealvtoj 
cWntyranim fSCS fTCCAZntDNS). ejrlWbc was doaad H fee* 2 
houis bftar or 4 hows after irsta m BdiTdnmrif. ErttM&ra ite 
OM Cobjvd mxMlkD LIM.^Jrerr3is. ZETIA danifcorjUr ***** 
alloefarol and GsaTpaSlirol by and 24% front basafna. retractvs/. 
m contrast, judenta woo rettlteJ (*^tbo Md IncnsMS in s!U>si£rtl ana 
compeelarol of 4% b«J 3% frum twJhw, rescacUwV- Tor pabBds 
tested «rh ZETIA, mean ptenu KmIs of Nam aterob vein reduced 
prbflrrssJrcly over tin cmrsc of (ha sm4y. Tfift afractx of retfejtfig 
putma sIlMtsrol and carnpeclsraf on fedudop Bw rWu «i 
cardiovascular norkSdHy and norbVisy hm am ten cvliji^d. 

flBdudions Tn silofmoJ and umpaaJMii wtrt mrefclinl oafwaan 
paftert » UMrty Z5UA wncoralont*; wtdi bBc add icqucstmUa (b^ 
andpabr4s »at pn concornftenl Wta arMtaqueslniHlherjpy [n«21J. 



ZETiA"(aaiiwibc) 

IUD|CAT?0MSAMOW5A^ 



ZETIA. sdmlrKstsrad rfone Is UirJieafwj as adjunefna tnurspy k> diet 
hx Da mfrtUon o\ devatsd Uda>C U3L-C. and Apo B in (nuwts -wilft 
priraajy (teterozwoos fafflBal and ncrvftrrtflifl hyper cnJwtWDMmla. 
ffflm*^>4traw Cw»y ftfff) HM$-CoA tvihxtrx AzMMo/t 

ZETIA, administered l n comblrtailon wtth ao HWQ-GoA cedo^Use 
JprtWtcr. fa toikMaA as Bd)unca> Ifwapy to tin tor ma ndudfoo of 
devoid lofeK uiL-C and Ate C In patimts t^h prfcwy 
Chctaroz/flcus terr*bi and aon-fcflJDaJ) rwarcMcafcraJftmh. 

TIB eomoioaBon of ZETIA ami Morostaffn or tfmvastxfin, Is frNficatod 
tor th» rqfuEilDii of asmlMl lotaf-C and L.PL-C larais io patlcnta with 
HcFK as an ad{unct to efber fWd-tei^rinrj tr^lmcnto LOL 
aphcrcslE) or If such TretfmenlH an iste^kUa. 

noiNBfgotit saa siproj sro fa 

ZFT1A b fndkBtcd u ar^cciruc Uno^pr to dW Ibr the redbclon oT 
?fn«a»jd *rtwtcrol and farrpertcral levab V paiwte ^ 
bidUdeostaroaBnas. 

Therapy jpe-tfoinn acoots shouW be a cwnponon cf u . 
rlsk-bdor toJartandon Pi MMdoals aa Increased riA rwaswoadeffific 
rasctftar dltem duo lo fn^tttelErfeadaniia. UpftKaXarlnf spenej 
sbould be used in addhtan to *i apirroprbaB Hat (indudnp nsMBton of 
satonaled tot and cnoBssaroJ) and «4nn Ihe nuponso to dial mi rjher 
i^n-pbamaostoalad neeswes has bean hartoqD3« (Saa NCEP Aduft 
Treaanent Panol (A1F) IU GJ^ncs, eimmartZBd In Tabla 




IBUtfil* 



WerOIOAA 



JrtJO 

rji»t4«4hiaaoltara(| d 



2*rtblif«jtom> 



t^jixritotKWOitiii^ 
Khnrrfct^BfcalfiO* 




Prior to fcttrirsj HiBTafv adti ZETIA, sscondary eaaSte tor 
dysipto«nib H*» dJatrttt. s^to^srn, ipclnicSn frrto dscasc, 
chruido renal tilurn, and dm (p do* tinoasc LDL-C and dacraato HW.-C 
fprooesdns. araboCc flttious, and osrltoxftnlD&T}. dunto bo odtrfed 
OTt It approprtato. traaJad. A tjdd proUa Bhodi ba partonqod id rmHsara 
totaK^LDLrC. HDL-C and^G. ftf 1G teva»>400 mgrtL MJ5 itnoliL). 
LDL C eo is wsnd i ro should ho *tonrf«fl by JtranriOTBcaiksn. 

Ai (hp Ome of n^iauafior) tor an auto coronary ova*. fpW 
Mosafn jbwW be takso on adession or wlhai 24 tours. These 
waTuc* can Dtdda Dll phyjtotin Oil bilOHdon of LDL-Jtt*itog ihoaw 



tOinflMHOKATlOUS 

HrtKrtenslMty b any tampc*^ of Afa awdkaUon. 

Tbj i330iDtioiton of ZETIA vtt ao MAffrCoA reduetasc InMbBor 1b 



All HMO CoA nil 
and anlno iMiaa. men ZETIA is a 
raducia&fl MBtOf la * norriaa of cbfl 
v«i>«wicy tateaory a«4 yrnt** UMtef for bM MAX^CoA mm 
fckifcltor. fsefl PHECAUTlDJtt, ftrswrj.) 




Concurrent admiration of ZIT1A w*i a qmlfk HMO-CoA 
ndueosa inbilaiar shoukj ba la aficordsitM mUi ite omdod bbelng for 
UalHMG-CeArt 



In MniroM cartel momattartpy ihitte. ti|B trfrtJewe cf 
eottocutoc dcvallons (a X lha uoper to« of a^rt^ PJLMI) «n scrom 
wnamhawswas Blnstor tanim-ZEnA {05%) and pfe^tW»-)- 

h cono-olod efinical cDmbtojiJon studies of ZETIA MllAlcd 
enncurrenlly wJrh an KMS-CoA mtoriase tnHbUor. die Inddencc of 
eonsoeinlva eJovawona (23 x UUJ) h rkbi «wmto«« 1-J* for 
prtJcnU IrcaM v^n ZETIA admHsicrrd wtt HM6-CoA reductase 
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Z£TU"tae1anibe) 

tehlbhore and 0.1% lor paffenta traatsd wati HMG-CoA reductase 
Inhibitors atone. These elevations In IranBamlnasas wbjb rjenenDy 
asv/npiarnaiic, not associated Willi enetaatests. am ttbuwa io baseline 
after dbcofilirtnafion ot therapy or witf\ arilmird Int^nwnL When ZETIA 
t CO-admtoifitBffld Will) M HMG-CaA reductase inhibitor, foifif KJIttDOn 
:5ta should bfl perfiamerf at mifcflfcm ol dicrapy and aucordjnn, to Ibo 
rccDTOrrriKiuinio c' the HWfrCcA redacJaw JnWHto*. 

in clnlcai otafej, toon was no excess ol myopomy or mueonvoryett 
associated will ZETIA coopered *iBi the retevant conhol arm (pbcoho 
si- HUG-CaA reductase MiUkr ahaw). However, rnyepafhy and 
Tkuaonmyahste w* buwA sdvene reactions to HMG-GoA reductase 
etcher* and «tw PpW-fcwwing O/VOS. tP f*lfcBl tflatB. dm Intwenc* 
of DPK >10 X ULN wu ftz% lor ZEDA va Q.1% for ptocabo, and 0.1% 
lor zetia cD-admlrwared ma an hub-CoA rajottaia luhhinr « 0.4% 



Due to (he unVnown effecte ol In Increased aoosurs lo azBUmJba In 
. patterns wttn moderate or seven riapsfto naamdanty, zetia it aoc 
recommended in Ihsse palnta. (Saa CUNEAL PHARMACOLOGY. 

Drsg lattnrtus [Sao Mao clinical pharmacology, /fey 

CticJestymntoB: Concondbra enotasiyramkie aMrrismian 
deeteassd tba maan MIC of Mai esreindbn appnsdratriy 55%. Tho 
Jncreman w L0J.-C mductem due 19 adding asnrwo* (0 drolcayraodnc 
may be re duzd by this k^ndwa 

fltonxThe =ten/ a"d effefMencaa ot nuimllw BdrnHaterad with 
ftfafBtca haw ral been cstablatm. 

Arales may Increase clai teata al eaoetiOB iota* Ihe bile. Isad inn. 10 
dieloHhfeala. In a pfBdMcal away la dogs. * eztfedbe increased 
chetaciBioMR ma saSbteUar tfla fjea Aweui PHARMACCLDGY], Co. 
^mnsiaban. of zetu with frbraiej js not recommended urirj ese li 
patients Is studied. 

Fenefibftte; In a | 
arfmt nlitrafta* t 
i-S-lOd. 

Geae&nas: In a 1 




1,7-faU 

rYM^orf n**n*« taWbtax No drrocaJly aannrtarrt 
pbarrajcpldnellc Inter «ijkjei woo seen whan ezsfjrtiTbe ■ was co- 
awnlnlswred wnh awvwtrtn, slrnvaorrJn, pfavastain, lovastenn. or 
flevastatfn. 

Qrdospotinc; Tba tod awTJnjbe kwel Inamsad 12-foM in one re rial 
transplant pedant raoeMag nwotpta meaVatons, intJydMj aycJo^rlfte. 
Pisante who taka bah ezaUnAe and cyAwporlie vhootd be careMy 



A 104m»k olctary oardncoortciy study w«i azatMba 
i^nducioJ In fits at dosaa up to 1500 wnWof [mates) and 500 
ms/Koygay (OnaiBsj (-ao mbb na itniaa exposure ai 10 ng daOy 
based cm AUC^ for icol eralniffle). A 10*^*^ dtctvy carcViogwildty 
sud/ «W e2aBrt*e «aa afap gondoctrd Jn mJoo aJ dosas ip lo 
500 mgAo/day r>1 50 times fa human aapoaure M 10 mg dally basado* 
aw m for tnal ezrimtbe). insra wan no sttUMJcaiy sfgftjnoat 
bvraaaas ki tumor Inddancas la tiraartraatBd nls or n\tc*. 

No AMoncfl ot minaganjeiM waa at***! «i vftv In a mbrobU 
mulaoanEciy (Ajnaa) teat **> MrovjAanand Gsrtatitb 

as wtlh or tfhnut mateMic adwrtcn, No evidence of daaloflardeiV 
» ofcammd ■? vn>9 in a cWnosomal ibamHon assay In human 
periphery «ood lymphocytes wtt or Mtbout matasooc acuvaooa. tn 
MWflM^oawaa no ovhtonca of aaoettakfiy in tha m vto iaaa 

In oraJ (oovsge) fcrfl^r strttea of azdknlbe eandntted iff ran, Iton 
WrC riu nrkic;Kc of nqwnrtuclNn bntefly Jl d6S« tip tn 1000 mji^/rliy 
m maJa or feroafc ran (-7 ttnes Jha human aasoaurt at to me dauy 
baa id oa AUC^ lor total eaMa). 

PnyrwKy&trgoryrC 

Thara am no adequate *■£ wd^ontrdled stadan of czodmlbe In 
prapnanl wman. Bettribt shmM be used ikirino pnagnanoy onjy at ifta 
pottAltal teaed ftistffes tfxrtsttou* Maa. 

In oral (pavapj) wnbfyo4ata) dowtopmaai studies ef eeailniba 
cofldudid In rate and nb bfc dto iaa a^mgencsls, them was no 
awdenca of flanbyotoDai effects at Hv dosci tested (250, 500, 
1 000 mpAoMay). In mte, bntasad tocJttoneas ot common fetal aadatel 
Indhga (Don pair of BaDraefc lite, uaosaBad earvKaf vertebral octttm. 
abarteasd rtos] warn ctearad a) 1000 nR>kpAs4y (-10 Ihe human 
aapasjtfa auomg ±%baarf on AUC^tor total saurnteo). in rBOUte 
tmlrd vftb (sefrnibe. an Inamd Inddenu of Bdra tnnack iHs wbs 
observed it 1000 mpAp/day (in ten taa nunan exfjabmi at to mg 
danV based on AUC^. tor total aaSotiba). gudndbo tuoscd tho 
pfacante whan prmnantnfa] and rabbAs«ete nvtepte w»J doses, 

Hultels doas sliidtea at eatfmibe given In coeibtnattoii wfth 
HVKrCeA tsductaa tenaflnrs (s&rtoa) to rsu and raUillB durtig 
orgartooK^&la rt*ii h titfm eallmlba and aadn esajkaaores. 
Rrprad^av* itodbtp ffctur at W tfosM fr eomDtoeOoN Iherapy 
urnpajGd lo monooieiapy. 

*w aantnledlDaleil h irepajinl 
m. WbeaZETb*. ka ' " 
rhinemdE 



iBMWter. (^eCOtTTn«WfWTI0lf3.) 

later ami oeuwy 
The uflsdi of ZETIA on labor and ddtvery ki praonant r 



ZEnA n faaallmlbo) 

be used in numlna malhem dMbss ttra poised benefit jistifa; tho 
pottnsaid^ioiiiarnf&RL 

The ptortnacsHiiefc g| Id adalastentft (10 ro fa y&ire) have 
been storm 1d bo slmltr lo that In adults. Tmatmmd eiponrm Wdh 
zetia In me padfiirto popuin on is nmncd to a padenta (9 to 1 7 yoars) In 
Ibe anwlarotemla study ard S paDards (II to T7 years) In Un HofH 
stody. Treatmant wish ZETIA In effldren (<10 years) b not 
itcommcndeif. ($eo CUNICAL PHAIU4AG0LQ6Y. Sptc&l Popvtitaix) 

Of Mw pafieeta who mcaMad ZETIA ai clnfcaJ studies. &8 mn 6$ 
ana older (iris Indulsd 236 *tia nam 75 and outer). The eAecrJvanesa 
aaJ safety of ZETIA wem dmltar between fccw pofiente and yaunaer 
suhfcus. Ofealer sereltMty of some eWer Wh*h* cwrt b» rrfrf 
ovt ISct CLINICAL frAJflwCOlOGY. Spk* AwMhj, and 
ADVEftSE REACTIONS.) 

AflVEASE REACTIONS 

ZETIA rm twee evaluated for safety to mom than 47TB patents to 
emtoaf hhs. cnacai snidtea of zetia pftnufetorad mooa or viibi an 
HUB-faAfedBctea tohJbnor) deiMeslratsd tost ZETIA wet generally 
wcS batarstodw Tho OVSTSJI Incldwiji of adwiia Mente tepdrted Mto 
ZETIA was slmfar to Oat reported wlfh pbeeb©. an! 0 " 



Advefse oainencaa raportNi in irk of pafJents orated wfth ZETIA 
andatulnddaiug^aiarb^ptoraiboto pteceoo-oootiooad suiles of 
ZETIA isoardesa of tausaity assessment, an shown ai Tuna B. 
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The traquBoiy of teas common advene events was < 
between 2ETIA and placabo k 
Comttosticxt wfth sm hmg-coa nsvean bhtotor 

ZETIA has been evakialatf lor aatety m conabasalfia stodtea to mere 



to gsjioal, *frwx wyc ite» ^e» kib sbneV bahat ZETIA 
adniTmsiHed wHh HMO- Co A reductase Inhibitor* ml WfKhA 
crone l Howcw, tho vsojienoy of Irmased 
aHflhOy htohar In $mtmts mcelvtog ZETIA 
IG-CoA ntfuetese toftibttorr Item h pnttents treated 
with HMQ-CoA reductase biMbttam Bbna. (Sen PRECAUTIONS, Unr 
£n^«etg - 

PtokaJ aaVeraa expaKanett reported to >s% of patterns and at an 
bin f 



ZETIA veto wMmsbjiad along or Nested toneoiimntv *Hh varfovt 
HMe-CoA reducast Inhliian, regai dhss of c 
sfMwmhTahtoSL 
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in ret Bludias. expnsura to total eaUmlbB fn auistog pups urn 
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ZFTlA"(AftriiirtftWi) 
OVERDOSAGE 

to eases of overdosage with ZETIA have beoi reported. 
Admtntetratkja of azBllmflJB. 50 mo/day. la 15 subtecis lor up \a 14 days 
was eenenlty wel toleraled. In the event ot an overtfosev symptomatic 
and sopportivv measoms shoo Id be cmployal 

DOSAGE Aim ADMrtfKTRATIOH 

Tba patJom should be placed on a standard cMcstsroHowerlno del 
taroni racehrlng ZETIA and shod tf eenihm on ihte (Pel ourtog hBatmant 
vdtoZETlA 

The mttmnwided data ol ZETIA hi 10 mg once daffy. ZETIA can bo 
ajrj pjatt blnad wiV) or w4hovt lood. 

ZETU may be admJsisterEd wito an KMG-CoA redeem rrftbtor tor 
lacremantal eftecL For convanfenee, toe dafly dose of ZETIA may be 
taken at Iw samn thru as lha HMG-CcA rafnctesc (□btebor. axcrdiw to 
toe dosing nwrnrnendsflons for Ok hms-CoA reduetese lafffitor. 



[is necessary In panaris with mid hepatjc 
a Pfir^AlTTIDr^ HeptUc 

fteOteste MR fte/iaf Miu/fUciMcy 

Bo dosage atSmfenwl Is nficeesary te pj*a*f a 



No dosage Jd te va iiea A to neeemry In gertelria paints bee 
CUhlCAL PHARMACOLOGY, Special AmuMooe). 

Dostog of ZETIA should oeaair elhar m tour? before or iA bourn 
after adrtirtSffaSon Of B Na acid tee.aeiiranC {sm PPKAOTlOtS, DniQ 
ilrrajvacssMisX 



No, 3Wt -TaMato ZETW. 1 0 mg. are whhe to off-wWte. caoaulfrahaped 
tablets debossed with 'Ai A' en or* s Ida. They we suppled as totems: 
Bn/CGE5SMl4*ai botflftse/30 
ND6 6£50£<414-54 botdes of 90 
MDC BeaC-414-74 bodies of 500 
»Cbo^^4^unltdooepajAaoa3 0f1oa 



Store at 26-C (7AF)f aoirsJorai perirenod lo l5-3B°C pwm [Sao 
U&P Controned Room Tempefansx.| Protrel Trom moatum. 

JL RrBW/Schenng^ough Pharmacaudc^ls 




ewaWakS. PA 19454. IBA 



AH rleiitt ra»w**d. f iUM te USA 
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